Correspondence

Reply

To the Editor:

In response to the comment by Kette and Smith," this cor-
respondence clarifies the methods used for efficacy assess-
ment and provides additional evidence that a potential
unblinding/placebo effect does not affect the conclusions
from multiple trials showing that the grass allergy immuno-
therapy tablet (AIT) investigated is efficacious.

Kette and Smith' suggest that the clinical effect of the AIT
treatment investigated in our trials®™ is a placebo effect because
of compromised blinding based on the local application-site re-
action (ASR) experience. It is acknowledged that compromised
blinding might be an issue with patient-reported outcome-based
end points. Therefore, the symptom score has been compared for
the entire placebo group and for the AIT subgroup that did not
report any treatment-related adverse events. If the difference in
symptom scores was due to subjects guessing their treatment al-
location, these 2 groups would be expected to report a similar
symptom score. Similarly, compromised blinding should be re-
vealed when comparing symptom scores between subjects re-
porting local ASRs and subjects with no reported local ASRs.
As seen in Fig 1, none of this is observed. Instead, the treatment
effect is still clearly observed, even when comparing only
groups with comparable local ASR patterns. The difference in
symptom score area under the curve between the 2 groups dur-
ing the grass pollen season was —8.58 (—23.1%). This differ-
ence corresponds to an average difference of —0.95 on the
symptom score scale commensurate with the treatment effect
relative to placebo in the entire treated group. Also, there is
no difference in symptom scores between the groups with and
without local ASRs.

Furthermore, compromised blinding might lead to differential
dropout because of a lack of efficacy in the placebo group. This
was not observed in any of trials,”™® even in the recently com-
pleted 5-year trial’ for which the cited publication by Dahl
et al’ presents the data from the first season.

As noted by Kette and Smith," a score difference in the primary
end points was observed between the placebo and AIT groups be-
fore the start of the season. The reason for preseasonal differences
is the definition of the pollen season. The start of the season was
defined as 3 consecutive days with a grass pollen count of 10
grains/m’.>*%® However, grass pollen is present in the air before
the defined start of the season, as seen from the pollen curves.>>?
This leads to preseason separation of the symptom scores for the
placebo and AIT groups, confirming an AIT treatment effect. The
curves coincide at the extremes of the registration period (ie, at
days —30 and 80 for the trial by Dahl et al’), which would not
be observed without a true treatment effect. As noted in previous
publications, the difference between the AIT and placebo groups
is largest when the pollen count is highest (peak season), which is
defined as the 15-day period with the highest cumulative pollen
count.>*7#

In conclusion, a potential compromise of blinding because of
local ASRs in the AIT trials does not change the overall treatment
effect that has been observed to be dependent on the level of
exposure and might hence be interpreted as an allergen-specific
effect.
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FIG 1. Pooled data from 4 trials>® assessed post hoc (n = 1671). A, Symp-
tom scores for the entire placebo group (n = 840) and for the subgroup of
subjects receiving active treatment who did not report any treatment-
related adverse events (TRAE; n = 139). B, Symptom scores for subjects
receiving active treatment who did not report any of the 4 most common
adverse events (AEs; oral pruritus, throat irritation, mouth edema, and
ear pruritus; n = 387) and for subjects with at least 1 of the 4 most common
local reactions (n = 444).
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